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AB It has been determined that metalloprotease cleavage of a myostatin 



pro peptide results in activation of a latent inactive myostatin to an 
active form. Accordingly, methods of identifying agents that modulate 
metalloprotease mediated activation of myostatin are provided, as are 
agents identified using such methods. Also provided are methods of 
modulating muscle growth in an organism by increasing or decreasing 
metalloprotease mediated cleavage of a myostatin pro peptide. 
The invention demonstrated that cleavage of the pro peptides by 
BMP-l/ tolloid (TLD) proteinase. The invention further relates to 
treating muscle wasting disease associated with muscular dystrophy, cachexia, 
sarcopenia, diabetes and obesity. 
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